Second, Dr. Locatelli argues that stroke was not a primary end point in TREAT, and because the trial was not powered for reduction in the rate of stroke, the highly significant p value associated with the increased hazard of a stroke with darbepoetin treatment should be ignored. Stroke was a pre-specified cardiovascular outcome. While the absolute risk of stroke was low, applied to the whole CKD population, the stroke safety signal is meaningful. From a purely safety-oriented perspective, the stroke signal in TREAT should be considered in making treatment decisions regarding ESAs in nondialysis CKD patients, and it should also raise concern in dialysis patients where data from the Canada-Europe study indicates that the stroke risk was greater in the high hemoglobin-high epoetin dose group (p = 0.045) [4] .
Lastly, Dr. Locatelli uses the heterogeneity in clinical signals between CHOIR, CREATE and TREAT to argue that these studies somehow invalidate each other. As I have discussed elsewhere [5] , various differences in the four RCTs might provide an explanation. About 50% of the study population in CHOIR were diabetic as were 25% of the patients in CREATE, whereas 100% of patients were diabetic in TREAT. Other differences were the use of different ESA doses and that the trials used different ESAs.
Since hemoglobin is an unreliable surrogate, a twopronged strategy makes more sense: a minimum Hb threshold of 9 g/dl (because there is evidence to support this) and a shifting in focus to using the lowest possible Dr. Locatelli feels my cautious approach of treating anemia with conservative doses of ESA might return us to a pre-ESA era. On the contrary, I hope not and believe that it would bring the USA more in line with practices elsewhere in the world. In the US, cumulative ESA dosages are much higher than in Europe and Japan. For example, Greenwood et al. [1] report the mean erythropoietin dose in the United States at 19,569 and 7,992 IU/week in the United Kingdom Renal Registry facilities. Similar data is available from the Dialysis Outcomes and Practice Patterns Study (DOPPS) [2] . Furthermore, USRDS data shows that 1 50% of dialysis patients have Hb concentrations 1 12 g/dl. Introducing an Hb threshold of 1 9 g/dl would help this US problem. Being conservative makes the US look more like Europe and elsewhere -what would be wrong with that?
Dr. Locatelli discusses the TREAT study in some detail. He argues that since subjects assigned to the placebo rescue arm achieved an Hb 'very close' to the levels recommended in the guidelines, the Hb guidelines should not be changed. On the contrary, because the placebo rescue arm in TREAT achieved Hb levels similar to the FDA recommended range without exposure to a significant dose of ESA (median and mean darbepoetin doses of 0 g and 5 g/month, respectively), the guidelines should be changed to recommend, 'In most nondialysis CKD patients, anemia can be treated without the use of ESAs'. In dialysis CKD, more flexibility is required and ESAsparing strategies should be pursued [3] .
